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AMENDMENT TOTHE CLAIMS 

1. (Currently Amended) A compound of formula I, or a pharmaceutically acceptable salt 
or ester thereof , 




I 

wherein 

R1, R2 and R3 are independently selected from the group consisting of hydrogen, 
cyano, halo, nitro or optionally substituted e*Vr Cw alky!, C 2 .7 alkyenyl, C2-7 alkynyl, 
carbony l , amino, sulfufr cycloalkyl, heterocycloalkyl, aryl, heteroaryl; or substituted oxv. 
carbonvl, sulfur; o r a substituent forming a bicyclic ring system of which the phenyl ring 
to which it is attached forms part of the bicycle for e xamp le butadi e n e form i ng napthy l , or 
h e terobutad ie n e form i ng quinol i nyl, quinoxal i nyl or i soquino li nyl ; 

R4 is selected from the group consisting of hydrogen, cyano, halo, nitro or optionally 
substituted exyr C1-7 alkyl, C2.7 aikyenyl, C2-7 alkynyl, carbonyl, amino, strifur-rcycloalkyl, 
heterocycloalkyl, aryl, heteroaryl or a s ubst i tu e nt form i ng a b i oyc li o r i ng s y s t e m of wh i ch 
tho pheny l ring to which i t i s attached forms part of th e b i cyc l e for examp l e butad i ono 
forming napthyl, or h e t e robutad ie n e form in g quinoliny l , quinoxa li ny l or is oqu i no l inyl; 
substituted oxv, carbonvl. sulfur: 

X is -CH=CHCO-; 

Y is -(CMztb whoro n isl 6, -CH 2 OCH 2 - or CH^NRCH^ and is bonded to two of the ring 
carbon atoms, bonding b ei ng to ei ther th e ring carbon atom s a and /> or the ring carbon 
atoms c and d; wh e r ei n R is se l e ct e d from th e group consisting of H, optiona l ly 
s ubstitut e d: C±i a l ky l , carbony l , acyl, ac e ty l or sulfonyl; 

ZisNor-CH-; 
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Q is -CH r , -NH- or -0-; 

wherein when Z is N, Q is CH 2 , and when Z is -CH-, Q is— NH- or-O-; 

the optional substituents on R4-R4 R1. R2. R3 and R4 are one or more, e g, 1 3 
substituents, independently selected from the group consisting of hydrogen, oxo, cyano, 
halo, nitro or optionally substituted exvr C,.? alkyl, C 27 alkenyl, C 2 . 7 alkynyl, aryl, 
heteroaryl, amino, or substituted oxv. sulfur, sulfinyl, sulfonyl; 
wherein the optionally substituted substituents are optionally substituted once or more 
b y, e.g. 1 6 oub c t i tuont c , a substituent independently selected from the group consisting 
of hydrogen, oxo, cyano, halo, nitro, ex* hydroxy. d. 7 alkyl, C 2 . 7 alkyenyl, C 2 . 7 alkynyl, 
amino, oulfur, cycloalkyl, heterocyloalkyl, aryl, heteroaryl : wherein oxv represents -Q-: 
sulfur represents -S-. -S(O)- or -S(C0,- and carbonvl represents -C(O)- . 

2. (Currently Amended) A compound of formula I as defined in claim 1 wherein R1 
is an optionally substituted amino, amide, guanid i no, sulfonyl, sulfonamide or 
heterocycloalkyl group, the optional substituents being selected from the group 
consisting of hydrogen, oxo, cyano, halo, nitro or optionally substituted exy? Ci. 7 alkyl, 
C 2 . 7 alkenyl, C 2 . 7 alkynyl, heterocycloalkyl, amino, or substituted oxv. sulfur, sulfinyl 
sulfonyl; 

wherein the optionally substituted substituents are optionally substituted once or more by 
a substituent independently selected from the group consisting of 
hydrogen, oxo, cyano, halo, nitro, e*Vr hydroxy. C,. T alkyl, C 2 . 7 alkyenyl, C 2 . 7 alkynyl, 
amino, su l fur, cycloalkyl, heterocyloalkyl, aryl. 

3. (Previously Presented) A compound of formula I according to claim 1 wherein R2 
is selected from the group consisting of methoxy, trifluoromethoxy, aryl, heteroaryl, d. 7 
alkyl. 

4. (Currently Amended) A compound according to claim 1 , having the formula II, or 
a pharmaceutically acceptable salt or ester thereof: 
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CI- 




•F 



wherein 



Rr° and R 2 " are independently selected from the group consisting of hydrogen, cyano, 
halo, nitro or optionally substituted ©xyr d. 7 alkyl, C 2 . 7 alkyenyl, C 2 . 7 alkynyl, odrbonyl, 
amino, s ulfur, cycloalkyl, heterocycloalkyl, aryl, heteroaryl or substituted oxv. carbonvl. 
sulfur; or a substituent forming a bicyclic ring system of which the phenyl ring to which it 
is attached forms part of the bicycle for e xamp le butad i ene forming napthy l , or 
h e t e robutad ie n e forming quinolinyl, quinoxalinyl or isoqu i nol i ny l ; 

X" is -CH=CHCO-; 

Y" is — (CH 27 v wh e r e n i s 1 6, -CH 2 OCH 2 - or CHjNIRCHa - and is bonded to two of the 
ring carbon atoms, bond i ng b ei ng to e ither tho ring carbon atoms a and b or the ring 
carbon atoms c and <t, wh e re i n R i s s e l e ctod from the group cons i st i ng of H, opt i ona l ly 




Z" is N or -CH-; 

Q" is -CHz-, -NH- or -0-; 

wherein when Z° is N, Q° is CH 2 , and when Z" is -CH-, Q" is -NH- or -0-; 

the optional substituents on R 1 " and R 2 " are one or more , e .g. 1 3 substituents, 
independently selected from the group consisting of hydrogen, oxo, cyano, halo, nitro or 
optionally substituted exyr C w alkyl, C 2 . 7 alkenyl, C 2 . 7 alkynyl, aryl, heteroaryl, amino, or 
substituted oxv. sulfur, sulfinyl, sulfonyl; 




4 



PAT-033739-US-PCT 
Application No.: 10/599,819 

wherein the optionally substituted substituents are optionally substituted once or more 
by , e .g. 1 - 6 substitu e nts, a substituent independently selected from the group consisting 
of 

hydrogen, oxo, cyano, halo, nitro. ex¥r hydroxy. C1.7 alkyl, C 27 alkyenyl, C 2 . 7 alkynyl, 
amino, sulfur, cycloalkyl, heterocyloalkyl, aryl, heteroaryl. 

5. (Currently Amended) A compound of formula la, or a pharmaceutically 
acceptable salt or ester thereof, 




la 

wherein 

R1YR2' and R 3 ' are independently selected from the group consisting of hydrogen, 
cyano, halo, nitro or optionally substituted e*Vr C1.7 alkyl, C 2 . 7 alkyenyl, G2.7 alkynyl, 
o a rbony l , amino, s ulfur, cycloalkyl, heterocycloafkyl, aryl, heteroaryl or substituted oxv. 
carbonvl, sulfur, or a substituent forming a bicyclic ring system of which the phenyl ring 
to which it is attached forms part of the bicycle for oxamp l o butodiono form i ng napthyl, or 
h e t e robutadi e n e forming quinoliny l , qu i noxaliny l or isoquino l inyl ; 

R4' is selected from the group consisting of hydrogen, cyano, halo, nitro or optionally 
substituted exyr C,. 7 alkyl, C 2 . 7 alkyenyl, C 2 . 7 alkynyl, carbonyl, amino, 6 ulfur, cycloalkyl, 
heterocycloalkyl, aryl, heteroaryl or substituted oxv. carbonvl, sulfur a subst i tu e nt 
form i ng a b i oyo l io ring s yst e m of which th e ph e nyl r i ng to which it i o attach e d forms part 
of th e b i cycl e for e xamp le butadi e n e form i ng napthyl, or h e terobutad i eno form i ng 
quinoliny l , qu i noxaliny l or isoquino li ny l; 

X' is -OCH 2 CO- or-NHCH 2 CO-; 

Y" is (CHU b whoro n ic 1 6, -CH 2 OCH 2 - or CH^NRCH^ -and is bonded t o two of tho 
ring carbon atoms, bond i ng b e ing to ei th e r th e ring carbon a tom 6 a and b or the ring 
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carbon atoms c and d; wh e r ei n R i s s ele ct e d from th e group consist i ng of H, opt i ona ll y 
subst i tut e d: C 4-7 a l ky l , carbony l , aoyl, ac e ty l orsu l fony l; 

Z' is N; 

Q' is -CH 2 -; 

the optional substituents on Ry-&4- R\. R'g. R' g . R'j being one or more substituents, 
independently selected from the group consisting of hydrogen, oxo, cyano, halo, nitro or 
optionally substituted exyr-Ci.? alkyl, C 2 - 7 alkenyl, C 2 . T alkynyl, aryl, heteroaryl, amino or 
substituted oxv, sulfur, sulfinyl, sulfonyl; 

wherein the optionally substituted substituents are optionally substituted once or more by 
a substituent independently selected from the group consisting of hydrogen, oxo, cyano, 
halo, nitro, exvr hydroxy. Ci. 7 alkyl. C,. 7 alkyenyl, C2-7 alkynyl, amino, s ulfur, cyclOalkyl, 
heterocyloalkyl, aryl, heteroaryl : wherein oxv represents -0-; sulfur represents -S-. - 
S(0)- or-S(0) ? - and carbonyl represents -C(O)-. 

6. (Cancelled) 

7. (Currently Amended) A compound of formula I, la, II. ie-ef-ttb as defined in claims 

I. 4.5 respectively, wherein the compound includes a radioisotope selected from the 
group of "C, ,a F, 75 Br, 76 Br, 80 Br, 123 l, 125 l, 128 l, 131 l, 13 N , ,5 0. 

8-10 (Cancelled) 

I I . (Currently Amended) A method of i nh i bit i ng oh e mok i n e r e c e ptors or of reducing 
inflammat i on in a mammal treating a disease selected from the group consisting of 
rheumatoid arthritis, multiple sclerosis. Chronic Obstru ctive Pulmonary Disease- 
psoriasis, dermatitis and uveitis, in a human in need of such treatment which method 
comprises administering to said subject an effective amount of a compound according to 
claim 1 . 

12-16 (Cancelled) 
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17. (Currently Amended) A process for the preparation of a compound of formula I- 
II, l a, l b or l ib according to claim 1 including the step of: 

(a) whoro tho compound io of formula I or II , or of formula l b or lib whoroin X io 
CH-CHCO , condensing a compound of formula IV with a compound of formula V in the 
presence of a suitable amide coupling agent, and, wh e ro Y is M, doprotoct i on to give the 
desired compound of formula I (or oorreopond i ng compound of formula I I, lb or li b) : 




(b) wher e th e compound i s of formula l a or I I , or a compound of formula lb or l ib 

wh e r ei n X i s OCH^CO , or NCH^CO , react i ng a compound of formula X with a 
compound of formula I X i n th e presenc e of a strong base in an i nert organ i c so l v e nt: 
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XI 



or 

wh e re th e compound to of formu l a I or I I, or of formula lb or.llb whoroin X io 

CH = CHCO, l b) reacting a compound of formula X with a compound of formula XII in 
the presence of a suitable reagent s uch a s a palladium cata l yct and a base to produce 
the desired compound of formula I; 
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.kii Q XJ 




> und i s a compound wh e r ei n R1, R i^-or-Rt- 
group of th e fo ll ow i ng formu l a: 



J] 

W NH 



V- r 

-3C 



wh e r ei n W i s O or a n i trog e n carry i ng optiona l substituent 6 and W r e pr e sents optiona l 
substitu e nts, 

r e act i ng a corr e spond i ng compound of formula XI I or X III : 



X 



°v O 

X 



XII XIII 
X* r e pr e s e nts a le aving group, for example ch l oro, 
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R3' 



NH 2 
1 R2 



,X. 




.R4 



XV 



to produc e the des i red compound 

wherein the substituents of Formulae IV. V. X. XII are as defined in Formula (I) of claim 1 
for the corresponding substituents . 

18. (Original) A process according to claim 1 7, further including the step of 
temporarily protecting any interfering reactive groups and/or then isolating the resulting 
compound of the invention. 

19. (New). The compound of claim 1 wherein Ri , R2 and R3 are independently a 
substituent forming a bicyclic ring system of which the phenyl ring to which it is attached 
forms part of the bicycle; which substituent is butadiene forming napthyl, or 
heterobutadiene forming quinolinyl, quinoxalinyl or isoquinolinyl. 

20. (New). The compound of claim 5 wherein R1 ', R2' and R3' are independently a 
substituent forming a bicyclic ring system of which the phenyl ring to which it is attached 
forms part of the bicycle; which substituent is butadiene forming napthyl, or 
heterobutadiene forming quinolinyl, quinoxalinyl or isoquinolinyl. 
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